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Case Report
Metastatic biphasic pulmonary adencarcinoma
mimicking malignant gastrointestinal stromal
tumour
D C Allen, R I Davis
Accepted I September 1995
Itis well recognised that spindle cell change can occur in a-variety ofmalignant neoplasms
including squamous carcinoma of skin, oesophagus, lung and cervix, breast ductal
carcinoma, renal carcinoma, transitional carcinoma ofbladder, malignant melanoma and
mesothelioma. Spindle cell change in lung adenocarcinoma has been less frequently
reported 1-6 and raises a range of differential diagnoses. Extra-pulmonary metastatic
deposits mayoccurinanumberofsites, includingthegastrointestinal tract, andbe asource




A 75 year old lady presented with a one month history offresh haemoptysis (2-3 episodes
daily), loss ofenergy and increasing dyspnoea. She had smoked 15 cigarettes per day for
many years and had a past medical history of partial gastrectomy for benign gastric
ulceration. Chest x-ray andCT scans showed an irregular mass in theapical segmentofthe
right lower lobe which was subsequently resected. There was no evidence of disease
elsewhere on CT or ultra-sound imaging ofbrain, chest and abdomen. One year later she
re-presented with symptoms and signs of small bowel obstruction. Laparotomy showed
perforation of the proximal jejunum with an ulcerated pale tumour mass 50 centimetres
from the duodeno-jejunal flexure which was thickening the bowel wall and impinging on
the transverse colon. She had an uneventful post-operative recovery with no evidence of
other tumour and remains reasonably well at twelve months review.
PATHOLOGY
The right lower lobectomy specimen contained a peripheral, irregular 2 centimetre
diameter tumour which mostly had a moderately differentiated, tubulo-papillary
adenocarcinomatous pattern. About 15% ofthe tumour showed transition to a malignant
spindle cell component with nuclear pleomorphism, hyperchromasia, mitotic activity,
elongateeosinophiliccytoplasmandfocalnecrosis (Figure 1). Bothofthetumourelements
were strongly positive with epithelial markers (CAM 5.2, AE1/AE3) and the tumour
tubules reacted with anti-CEA antibody. The spindle cells were also weakly positive with
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Fig Ia. Moderately differentiated pulmonary ademocarcinoma.
Fig lb. Adenocarcinoma blending with the spindle cell comilponent.
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vimentin and smooth muscle actin antibodies. The bronchial resection limit and a small
hilar lymph node were free from involvement. The subsequent small bowel resection
contained an irregular, deficient and perforated tumour, pale in colour, ulcerating the
mucosa and infiltrating the bowel wall, serosa and mesenteric fat. Histology showed a
poorly differentiated malignant spindle cell tumour with features similar to those seen in
the lungcarcinoma. The immunohistochemical profile was identical with strongepithelial
and weak vimentin/smooth muscle actin staining. Desmin and S100 protein antibodies
were negative. It was concluded that this represented a metastatic deposit from the
dedifferentiated component ofthe lung carcinoma but that its morphological appearance,
on initial examination mimicked malignant gastrointestinal stromal tumour. This was
made more problematic as the reporting pathologist was unaware of the previous lung
resection which only became evident from the laboratory computer record, allowing
correlation of both samples.
DISCUSSION
Theblendofmalignantepithelial andspindlecellelementsinalungneoplasmraisesawide
range of differential diagnoses including carcinosarcoma, pulmonary blastoma,
mesothelioma, sarcomawith entrapped nativeglands,carcinomawithpseudosarcomatous
stroma, collision tumour and squamous or adenocarcinoma with metaplastic spindle cell
change. Carcinosarcomaiscomposedofmalignantepithelial andmesenchymalcomponents
(often including heterologous elements) with no zones of transition between them; the
spindle cells express strongly for vimentin and only focally for cytokeratin intermediate
filaments. Blastoma has a mixture of immature embryonal mesenchyme and epithelium
while mesothelioma is pleura based rather than intrapulmonary and negative for CEA
antigen. Sarcoma entrapping lung tissue may show specific features, eg smooth muscle or
neural differentiation. Pseudosarcomatous stroma often has a desmoplastic appearance
with a sharp interface rather than gradual blend with the carcinoma. Collision tumours
should not show transition between the twoelements and seem tobe increasingly rare with
the primitive stem cell theory of divergent differentiation now in favour. Malignant
"metaplastic" spindle cell change is well recognised in various carcinomas and the present
case represents another example of this less frequently reported occurrence in lung
adenocarcinoma: this is underscored by the gradual transition between the two elements
and the strong cytokeratin/weak vimentin staining indicating mesenchymal metaplasia
from a malignant epithelial stem cell.'4 This can be corroborated by demonstration of
tonofilaments and desmosomes in the spindle cells on ultra-structural examination.- 4 6
Biphasic lung adenocarcinoma has been noted to be bronchogenic in location' but is more
often peripherally situated."5 The glandular tissue usually shows a well to moderately
differentiated tubulo-papillary pattern (with or without mucin secretion) and the spindle
cells varyfromsarcoma, NOS (NotOtherwiseSpecified), toamalignantfibroushistiocytoma
picture. It has potential toform widespread metastatic deposits with a particularpropensity
for dissemination ofthe spindle cell component.35 This can cause considerable diagnostic
confusion especially if the history of previous lung carcinoma is not available. Drlicek et
til described an extradural deposit in the thoracic spine mimicking leiomyosarcoma on
morphological and initial immunohistological study two years after the lung primary.
Leiomyosarcoma wasalsothe primary biopsydiagnosis in a79yearold lady whopresented
with a submucosal tumour in the gastric fundus.3Post mortem one yearlatershowed aright
lower lobe carcinoma with cytokeratin positive mixed adenocarcinoma/pleomorphic
spindlecell sarcomaandmultiple gastricandvisceral metastases. Hiroshimaetal4reported
a similar lung carcinoma, the glandular component of which spread to the kidney and the
spindle cell element to chest wall, adrenal gland and gingiva.
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Gastrointestinal tract is a well recognised site of spread for lung carcinoma. This report
furtherhighlights the possible occurrence ofspindle cell change inprimary and secondary
carcinoma and its ability to mimic sarcoma either at the original or metastatic site.
Differential diagnosesintheresection specimenwiththeirrelevantimmunologicalprofiles
included primary malignant gastrointestinal stromal tumour (vimentin +, desmin +
actin ±, S100 ±, epithelial marker -), malignant melanoma (S100 +) and disseminated
pleural or peritoneal mesothelioma (CEA -). Importance is placed on knowing the full
clinical history, studying morphological features closely and using a panel of
immunoperoxidase markers. Caution in interpretation ofthe latter should be exercised as
it is well recognised that some carcinomas (eg lung) and sarcomas (eg leiomyosarcoma)
can show co-expression ofepithelial and mesenchymal intermediate filament antibodies.
Electron microscopy is also a useful adjunct.
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